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CLAIMS 


1* ^ ntethod of determining whether a substance is an 
inhiElr&oA o+* activator of a protein whose production by a 
5 cell evo^efe a responsive change in a ^rhenotypic 
characteristic other than the level of sai^ protein in 
said cell peA dse, which comprises: 

(a) proVld^ng a first cell linsr which produces 
^0 said protein and\ex^ifctits said phencytypic response to the 
protein; 


=3 

=3 


(b) providing a &ecbnd .siell line which produces 
the protein at a low^r le^fel <nan the first cell line, or 
15 does not produces the\^dfc€&n «t all, and which exhibits 
said'phenotypic responses ija tfte protein to a lesser degree 
or not at all; 


(c) incubatin 
20 second cell lines; ^ftd 


re sSibstan&e with the first and 


25 


(d) comparing the phenotVpic r^spojjse of the 
first cell lin6 to the substance witvh the phenotypic 
response of thus second cell line tov the siabsAance, 

2. The> nethod of claim 1 whereir\the i^spbnse is one 
observable «rith the naked eye. 


3. the method of claim 1 wherein tM response is a 
3 0 change <n a cultural or morphological characteristic of 
the well. 


<L The method of claim 1 wherein the response is a 
change in the ability of the cell line to gro^ in an 
3 5 anchorage-independent fashion. 


»\ The method of olaim 1 wherein the response is a 
changeVin the ability of the cell line to <prow on soft 
agar. 

5 

6. TheYmethod of claim 1 wherein £he response is a 
change in f^c\ formation in cell culture. 

7. The method of claim 1 wherein the response is a 
10 change in the ^bi\^Lty of the cells to take up a selected 

stain. 

8. The method of \^laim l in which the protein is an 
enzyme . 

15 

9. The method of c^aiA/ 8 wherein increased activity 
of the enzyme is corrjel/at^d/fc&t]^^ tumorigenesis . 

10. The method ofi^plainv 9 \in which the enzyme is a 
£0 protein kinase Q enzyme or a fragment, domain or subunit 

of a receptor Which has proteix. kitoase C activity. 

11. Th£ method of claim 9 Vhterein the enzyme is 
ornithine decarboxylase . 

25 

12. The method of claim 9 in whics protein is the 
expression product of an oncogene. 

13. The method of claim 1 in which th>$ substance is a 
3 0 suspected inhibitor of the biological aati'Vlty of the 

protein, 


14. The method of claim 1 in which the sub&taYce is a 
suspected activator of the biological activity \>f the 
3 5 protein. \ 
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The method of claim 1, wherein said first cell 
line \s obtained by introducing a gene encoding the 
protein\ of interest into a host cell, said gene being 
5 under thifr control of a promoter functiona 1 in the host 
cell, wheiteby said gene is expressed. 


16. The\ method of claim 15, wtvcrein the gene is 
introduced in^o the host cell by means of a first genetic 
10 vector into wftich the gene has been inserted, and said 
second cell liney is obtained by introducing into a similar 
host cell a seconX genetic vec^r essentially identical to 
the first generic vector except that it does not bear said 
gene insert. 


15 


17. The method 
introduced into the 
vector . 


fclaim 15 wherein the gene is 
:ell by) means of a retroviral 


-0 ' 18. The method of ^claim 15\in which the host cell line 
essentially doe* not produce theyorotein. 

19. The method of claim 15 ir. w\ich the host cell line 
is a rat-6 'fibroblast cell line. 

T5 

20. The method of claim 3 in which ^he response is a 
change in the differentiation state of th^^cell. 

2.1. A test kit for determining whether a substance is 
2 0 an /inhibitor or activator of a protein whpse production 
evokes a responsive change in a phenotypic characteristic 
other than level of said protein in said c^ll pek se, 
which comprises: 
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(a) a first cell line which produces the protein 
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md exhibits said phenotypic response thereto; and 

a second cell line which produces the protein 
at \i lower level than the first cell line, or does not 
5 .prodi^ce the protein, and which ^hibits said phenotypic 
tr ftispoir^e to the protein to a lesser degree or not at all 

22. \*he test ^it, of claim 21, wherein the level of 
production of the pirot^in in the first eel] line is at 

10 least five Vimes the i^evel of production of the protein in 
the second l\ne. 

23. The te^vt kit of c\laim 21, wherein the phenotypic 
response to <expr4ssion/tof t^e protein is selected from the 

15 group consisting Vf Changes \n growth rate, saturation 
density plating eMfciency in soft a<jar, colony size in 
soft ayar, and contf/iiff^tions thereof, 

24. The metHod of VLaim 1 whej-ein the response is a 
20 change in an antigenic characteristic; of the cell. 

25. The test kit of clai^ 21 wherein said cell lines 
are mammalian cell lines. 

25 26 • The test kit of claim 21,\further comprising as a 

reference reagent a known inhibits^ or activator of the 
protein . 

27. jfhe method of claim 15 in which tshe host ^ell line 
30 is an /DC-Pi cell line, 


28. The method of claim 15 in which the 
is a CHO cell line. 


hoVt cell line 
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